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REMARKS/ ARGUMENTS 

Claim 2-8 are pending. Claim 1 has been canceled, claims 2-3, 5-6 and $ have beeji 
amended, and claim 948 have been added. Claims 2-7 are now dependent fiom amended cteinv 
8. Support for amended claim 8 can found in the claims as originally submitted. Support for 
claims 9-18 can be found in the original claims and in the specification. More specifically,- 
support .-ft* the new claims can at least be found in the specification or the original claims in the 
following pages and/or claims: Claim 9, page 12, lines 17-25; Claim 10, page 12^1me 21^28; 
Claim 11, original claim 5; Claim 12, page 4, line 41, page 5, lines 3^'pegB.9 I fioes 21-23, page 
15, line 17, and Example 2; Claim 13, page 7, lines 7-24; Claim 14, page 6, 17-20; Claim 15, 
page 7, lines 24-28; Claim 16, page 4, line 7; Claim 17, page 3, line 27; and Claim 18> page % 
lines 24-25. No new matter has been entered and no new issues are raised; with these 
amendments. 

Remarks regarding the rejection under 35 USC §112 %L 

Churns 1-8 stand rejected as allegedly indefinite. The Examiner asserts that me phrase' 
"accelerated release" is m&fmite. Applicants respectfully disagree but have canceU&clann 1, 
wherein said phrase appeared; in order for a more speedy prosecution of the instant i^cafion; 
Accordingly, the 1 12 rejection is moot and withdrawal of the rejection is respectfully requested: 

Remarks regarding the rejection under 35 USC §102 

Claims 1 -7 stand rejected as allegedly anticipated by EP 0564945: Applicants canceled" 
claim 1 and amended claims 2-7 to depend from amended claim 8. Accordingly, because claim 
1 has been canceled and because claims 2-7 depend from claim 8, wMch stands free of 
anticipation, the rejection is moot Applicants respectfully request wiftdrawal of r &e 102 ; 
rejection. . : ' 

Remarks regarding the rejection under 35 USC §103 

Claim 1-8 stand rejected as allegedly unpatentable in light of US 6,365,188 in view of tlS 
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4,801^460. Applicants respectfully disagree. 

To establish prima fa6ie obviousness, the Examiner must show in the prfor iart some 
suggestion or motivation to make the claimed invention, a reasonable expectaiiOn ; for otcccss in 
doing so, and a teaching or suggestion of each Claim element In rel$w%.^&£&: 

1071 v 5 USPQ2d 1596 (Fed. Cir. 1988); In re Jones, 958 F,2d 347, 21 USPQ •:2&$9$$&^^ 
1992); In re Merck & Co.. Ina, 800 F.2d 1091, 231 USPQ 375(Fed. pit: 1986); re Ropka, 
490 R2d 981, 180 USPQ 580 (CCPA 1974)). Most inventions arise ftosx a 4*)mhmati^ 
elements and eacfc element may often be found in the prior art {In re Rouffet, 149 F^d -t3?5$-' 
1357 (Fed. Cir. 1998)). Howeyer, mere identification in the prior it oi each ■id^ahBA ? is 
insufficient to defeat the patentability of the combined subject matter jti a • ^oU^^^A^ii^- 
1357). Ra&er, to establish a prima facie case of obviousness based 6ii & oombinaifofi -of 
elemfents disclosed in the prior art, the Examiner must articulate the basis on "Which :*it -wi&sj$ti& 
that it would have been obvious to make the claimed invention </i>. to 
that the Examiner tt explain the reasons One of ordinary skill in the art would have be&i : inofiv^ct 
to select: tbe references and to combine them to render the clakied invention dbvtous* {^at; 
1357-59)/ This entails consideration of both the "scope and content of tife prior art* arid Ttievti of 
ordinary skill in the pertmehtart w aspecteof AeGrdAam test ^fr^y- : 

To establish prima facie obviousness of a claimed invention, all the claim ^']in^^d^ : 
must be suggested by the prior art (See, In re Rcyka, 490 F.2d 98 i, t^'jjs^^S^X^^^'- 
1974)). Applicants respectfully assert the cited art references fail to teai* aH the jh^^tM^- 
the instant claimed invention. The cited art fails to teach at least the following: : ;i ■ : j ^ : • 

1) mixing and platicizing at a temperature below 170°C ■ 

2) 50to98%by w«ghtofthealleastonepOt)meri 

The Examiner acknowledges that US 6*365,168 fails to disclose pii^i^^^& : f^\ 
ten^raature below 170°C and a polymeric bind^ of the pre^t invei^^ 
Office Action, page 5). The Examiner asserts that dihoiigjbt a t?empera^ 
exemplified, US 6,365,168 discloses that different tenqperaiures may be allied as w^ ^ ;^fc6 , , 
method of ^certaining the ittqpnred temperature (/£ at p^ 

Page 6 of 10 ; : i- V J- y • 

:PAGE 7/11 * RCVD AT 8(2412006 7:32:35 PM [Eastern Daylight Time] * SVR:USPTO€FXRF-2/15 ' DNIS:2738300 * CSID:2026590105 t DURATION (mm-ss):0M6;;. ? 



Fax. sent by : 2826598185 



NDDQ LLP 



88-24-86 18:32 



Application No;: 09/914,795 .. ■•> ]• : 

Inveirtoc BEKNDL et al . ■ '^ 7 : - 

Reply ta Ofl6ce Actib&ef -24 May 2Q06 • " - ■■ 
Docket No.: 49727 = / / . 

that US 6,365,168 cannot reasonably suggest to one of ordinary skill m the art 

the expectation for success, the art reference because disclosure of a tecbpefatrce of 239?C -faifc 

to teach, suggest or disclose a temperature below 170^ as presently claimed^; . 

A proper obviousness analysis requires the recognition that fefe %ior art, ik^'M^i^ 
knowledge of a patentee's success, must motivate a person skilled ihtfae art to <fo wtiat the 
patentee has done. (See, Yamaitimchi Pharm. Co. v, Danbwy Pharmdcai, Incl, 231 FiM- 1^30;!' 
1343 (Fed, Cir. 2000) (ciiingln re Rouffet y 149 R3d 1350, 1357-58 (Fed Cir. \§9%% ^ c&hnnn 
3, line 19, US 6,365,168 states at the temperatures needed to melt aiid extrude the mixture 
of said one or more active &gtf$dients with a cyclodextrin or cyctodi^tims^^ 
artisan is directed therefirora that the known process is carried out at a temperature cliose t^ttiei 
melting point of the cyclodextrin or the active ingredient The Examiner rfef ers to Gohmm ■;4 ? ;'' 
lines 15-25, **... until melting of one of the components." Applicants* respectfully ass^^ 
meaningful interpretation of 1he expression "one of the components" to the skilled Stisan 
only refer to one of the disclosed required components, La one of the^aetive ingr^ie^ md/'or 
cyclodextrirL It would be inappropriate hindsight interpretation on the Examined 
broaden the meaning of "one of the components^ to include materials, sucti a^ flie {^IjroqS^ " 
binder of the present invention, that are not envisaged in US 6,365,188i , Consequent, because 
it would require hindsight interpretation to include a polymeric binder \^: n <^- ^t : ^- - 
components," US 6,365,168 fails to teach, suggest or disclose a pol^erid binfe ^/^ 
the invention.: 

As explained above, on proper interpretation, US 6365,188 requires wcakfflg at a 
temperature at or close to the melting temperature of the cyclodextrin or active ingredie©t M Swd> 
temperatures are disadvantageous in as much as they may causetfhe^^d^ 
active m^-edient(s) or cyclodextrins. In the present invention, a polymeric binder ^ i&^iid^l^ibd W 
the melt-extruded mixture. The presence of the polymeric binder significantly lowers the 
melting point of the mixture and the melt of the polymeric binder 4cts. : 
Concurrently, the cyck^extrin/active ingredi«3t complex is eanibeddetf m^ 

Moreover, despite the feet that in column 3, lines 33^40, US 6,365-f 88 Sates' " :> * \; 
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frnjeh-extnision is a polymer extrusion technique which in voh^ embedding an 
active ingredient in one or more carriers- In this technique the active mgredicrit- 
and the excipients are molten in the extruder and hence embedded ia : i \ 
: thermoplastic and; thermorhefting polymers. The resultant ittoiten mass is thten BTI 
forced through one or more ^ : : ^-y 

The above disclosed procedure is a mere explanation of the te^rb : C %elt^ttilsi6Ill ?, This , C3 
explanation is given with reference to conventional melt-extrusion techmques that use «^ 
thermoplastic polymers. The reference to thermoplastic polymers is, however, imrd^ted to'i'the- 
invention disclosed in US 6,365,168, In fact, whereas US 6,365,168 refers to thenfioplastic" 
polymers in the discussion of the term t *mdt-extrusion ? '' the remainder of the & refeartnoe is 
silent oil thermoplastic polymeric binders. Accordingly, Applicants respectfully .ass^-fcai:'doev : ;;. : ;"'.. 
of ordinary skill in the art would conclude thai the incorporation of su^polymere wotftlii bie 
considered inapposite to the disclosure of the inventors of US 6,365,188. 

Further 'still, the Examiner asserts that the inixture of US 6,365,^ 
such as polyethylene glycol. Whereas die art reference does not state an upper limit for': the 
amount of such additives, Applicants respectfully assert that these additives* such as pigments, 
flavors, stabilizers, preservatives, buffers and plastfeizers, are conventionally used in extremek 
small amounts* For example, the art reference discloses -tiu amount of 10D-5000 ppm of anti- 
oxidizing agent. Contrary thereto, the instant invention requires 50-98% by weight <)>f potymeric 
binder, an amount well above the range in which ordinary additives are used aiul dot^ 
which is disclosed in fee art. Accordingly, one of ordinary skill m the art would fail ^ to be : 
motivated to modify the addictives of US 6,365,188 from a ppm range to i range <^5d^^% *y 
weight with the expectation for success to practice the instant in ventiorL 

Turning now to US 4,801,460. This ait reference discloses a process for the preparation 
of a solid phaimaceutical form by mixing a pharmaceutical^ active compound wifh a fusible r 
pharmdogically tolerated blinder , and subjecting the mixture to extrusion and shaping at: fium^ ! : 
50*C to 180°C. This melt extrtision type of process, as described above, is disclosed in US . / 
6,365,188. Whereas the inventors of US. 6,365,188 were apparently aware of melt extension : 
processes using a polymeric binder, they did not envisage inclusion of polymeric bi^^ 
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cyclodextrin/active ingredient mixture of US 6365,18s. The afor^efitioned ;^ tfa^;- ^rovid^ :-. 
evidence that the skilled artisan, with knowledge of the cited art references, Would have been 
motivated to combine US 4,801,460 and US 6,365,188. In fact, die skilled pcfcson wbiald b&Ve , 
expected that "dilution" of the cydodextrin/active ingredient mixture by 50-98% by w«^^a 
poljmeric binder would effect the desired interaction of cyclodesttriii: and i^ve ingredients ^id . 
teach away fonn their combination. /'; 

Accordingly, because US 6,365,188 in combination with US 4,801,460, fail to teach, 
suggest or disclose all the Kmitations of the Claimed invention, 1) mixing^and platicizing - - at a 
temperature below 170°C, and 2) 50 to 98% by weight of the at least one polymeric bin*^ 
prima facie obviousness has not been established. Therefore* applicants respectj^ 
withdrawal of the 103 rejection- 
Claims 1-7 stand rejected over US 6,365,188 in view of US 6^046,177- AppKdpis 
canceled claim 1 aod amended claims 2-7 to depend from claim 8: Claim 8 stands free^of mi 
obviousness rejection based on the above mentioned cited art combination. AwGidin^y^ th$ 
rejection is moot and Applicants respectfully request its withdrawal. 

In sum, the overall disclosures, teachings, and suggestions of the prior art, ted the iey^l 
of sldll in the art - i.e., the understandings and knowledge of persons having ordinary sktilin.tfce 
art at the time of the invention — fail to support die legal conclusion of obvioeaaeasi 
Accordingly, for at least the reasons listed above, it would not have been obvious combine US 
4,801,460 and US 6^365,188. Thus, a prima facie case of obviousness has not been esfeaMafed 
by the Exammar, and the fqeciibn under 35 USC §103 should be wiffidifcwn. Favorabte actiQ^ is 
solicited. 
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Conclusion 

Applicants respectfully submit that the present application is in 'condftfc^ : 
which action is courteously requested. Please chaige any shortage in fee& due in co^ectipii .#ifli' ^ 
the filing of this paper to Deposit Account 14.1437. Please credit any excess ^ ^ ^ 
account • 



Respectfully submitted, o 




Todd R. Samelman 
Registration No.: 53»547 

NOVAK DRUCE & QUK5G, LLP 

Customer No.: 26474 

1300 Eye St. N:W. ; 

400 East Tower 

Washington, B.C. 20005 

Phone: (202) 659-0100 

Fax: (202) 659-0105 



... Page 10 of 10 " -V- 

.PAGE 1111 1 ' RCVD AT p/2008 7:32:35 PM JEutem DayligW Tone] » SVfcUSPTO-EFXRF-2115 * DNIS;2738300 ' CSID:20265d0105 * DURATION (mnwsj:04-36 ' 



